Second, this study defined "subtherapeutic dosing" at increments that fall within the US Food and Drug Administration (FDA)-approved therapeutic range. For example, doses of olanzapine below 10 mg/d were defined as subtherapeutic; however, the FDA-approved dosing and the dosing in most clinical trials range from 5 to 20 mg/d. This study 1 considered a "correct" dosing range to be between 10 and 30 mg/d, which is the same as in the Clinical Antipsychotic Trials of Intervention Effectiveness (CATIE) study, a work that included only schizophrenia subjects. 2 Tohen et al 3 demonstrated olanzapine to be effective in preventing symptomatic relapse in bipolar disorder when added to lithium or divalproex; the mean-modal dose in this study was 8.6 mg/d. Similarly, for risperidone, the FDA-approved dosing for treating bipolar mania in adults is 1 to 6 mg/d, and for irritability associated with autistic disorder, the dosing is only 0.5 to 3 mg/d. Yet, this study 1 defined subtherapeutic doses of risperidone as those below 2 mg/d. Defining regulatory-approved doses for a drug that are consistent with efficacious outcomes in published randomized clinical trials as "subtherapeutic" would serve to overestimate the prevalence of true subtherapeutic dosing. Identifying a subtherapeutic dose for an individual patient is fraught with challenges. We believe the best solution would be to study the use of antipsychotics outside the regulatory-approved dosing ranges.
We applaud the authors for identifying the issue of suboptimal use of atypical antipsychotics among Medicaid beneficiaries. However, in planning interventions to reduce the practice of subtherapeutic dosing, carefully choosing the correct population and observing regulatory-approved dosing ranges are critical. Less than optimal dosing of atypical antipsychotics in usual care certainly exists; however, the methods used in this article may have overestimated this phenomenon.
